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DETAILED ACTION 

1 . Applicants' response to the office action filed on July 27, 2004 have been entered. 

2. Claims 1-3, 6-7, 10-15, 17-20 are pending. Claims 4-5, 8-9, 16 are cancelled. 

Response to arguments 

3. Applicants' response to the office action is fully considered and found to be persuasive in 
part. 

4. The following is the rejections made in the previous office action under 35 USC 102(b): 

A. Claims 1, 2, 6-7, 10-13,15 and 19 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Harris et al. (USPN. 5,985,829). 

Harris et al. teach a method of claim 1, 6, and 19, of identifying the function of a test 
compound (a polypeptide) comprising 

(i) providing multiple cell types (see column 10, lines 58-67), wherein the cell types 
comprise fibroblast (normal and mutant cell types), hematopoietic cells or cells from 
hematopoietic system, lymphoblastic system (which include T-cell, B-cell), and cells from lung 
and nervous system (see column 2, lines 37-43); 

(ii) contacting each cell types with a test compound (see column 22-31, column 10, lines 

16-20); 

(iii) measuring expression of one or more genes in each cell type (expression of p53, and 
/or helicase activity, see column 10, lines 20-23, column 2, 43-67); 

wherein an alteration in the expression of one or more genes in each cell type in the 
absence of the test compound indicates the function of said test compound (see column 2, lines 
28-30column 10, tines 20-23, column 9, lines 6-7). 
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With regard to claim 2, and 7, Harris et al. teach that expression of at least two genes or 
three or more genes is measured in each cell type (see column 2, lines 28-30, column 10, lines 
20-23, column 9, lines 6-7, for p53 and helicase gene activity column 6, lines 5-20, for RNA 
polymerase II or ATPase activity); 

With regard to claim 10, Harris et al. teach cell types are provided in a container (culture 
plates, seeded on cover slips, see column 19, lines 64-67); 

With regard to claim 11, expression of one or more genes is compared to expression of a 
reference gene (control, column 9, lines 5-7, column 2, lines 1 1-31); 

With regard to claim 12, test compound modulates expression of said one or more genes 
at least 4-fold relative to reference gene (wild-type p53, see column 20, table 1, lines 25-44); 

With regard to claim 13, said test compound is a polypeptide (see column 11, lines 18- 

43); 

With regard to claim 15, cell types comprise human cells (see column 19, lines 64-67). 
Thus the disclosure of Harris et al. meets the limitations in the instant claims. 
Response to arguments: 

Applicants' arguments with regard to the above rejection and found not persuasive. 
Applicants argue that Harris et al. teach a method for screening compounds for their ability to 
induce apoptosis and did not teach screening compounds for their ability to modulate any 
function and there fore the instant invention is not within the scope described by Harris et al. 
These arguments are fully considered and found not persuasive. As pointed out by the applicants, 
the instant invention encompasses any function that is modulated by a compound, which 
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indicates that any function includes function related to apoptosis. It is related as genus species 
combination. Thus the disclosure of Harris et al does anticipate the instant claims. 

Applicants' further argue that Harris et al did not teach measuring gene expression, rather 
teaches measuring enzyme activities and points out to Fig.6 of the patent. These arguments are 
fully considered and found not persuasive. Examiner notes that the activities are measured 
indirectly based on the p53 mRNA expression levels. Thus the disclosure of Harris et al does 
teach measuring mRNA expression levels as an indication of the activities of these said enzymes. 
Thus the disclosure of Harris et al. does anticipates the instant claims and therefore the rejection 
is maintained herein. 

5. With regard to the rejection made in the previous office action under 35 USC 102(e) as 
anticipated by Gamer (USPN. 6,657,758), Applicants arguments regarding a compound, which 
does not include UV radiation, are found to be persuasive and the rejection is withdrawn herein 
in view of the arguments. 

6. With regard to the rejection made in the previous office action under 35 USC 103(a) as being 
unpatentable over Johnson et al. in view of Kamb et al. Applicants arguments and amendment 
are fully considered and the rejection is withdrawn in view of the amendment. 

7. The following are the rejections made in the previous office action under 35 USC 103(a) : 
A. Claims 3 and 14 rejected under 35 U.S.C. 103(a) as being unpatentable over Harris et al. 

(USPN. 5,985,829) and in view of Friend et al. (USPN. 6,303,291). 

Harris et al. teach a method of identifying the function of a test compound (a polypeptide) 
comprising (i) providing multiple cell types (see column 10, hues 58-67), wherein the cell types 
comprise fibroblast (normal and mutant cell types), hematopoietic cells or cells from 
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hematopoietic system, lymphoblastic system (which include T-cell, B-cell), and cells from lung 
and nervous system (see column 2, lines 37-43); (ii) contacting each cell types with a test 
compound (see column 22-31, column 10, lines 16-20); (iii) measuring expression of one or 
more genes in each cell type (expression of p53, and /or hehcase activity, see column 10, lines 
20-23, column 2, 43-67); wherein an alteration in the expression of one or more genes in each 
cell type in the absence of the test compound indicates the function of said test compound (see 
column 2, lines 28-30column 10, lines 20-23, column 9, lines 6-7). 

Harris et al. also teach that (a) expression of at least two genes is measured in each cell 
type (see column 2, lines 28-30, column 10, lines 20-23, column 9, lines 6-7, column 6, lines 5- 
20); (b) cell types are provided in a container (culture plates, seeded on cover slips see column 
19, lines 64-67); (c) expression of one or more genes is compared to expression of a reference 
gene (control, column 9, lines 5-7, column 2, Unes 11-31); (d) test compound modulates 
expression of said one or more genes at least 4-fold relative to reference gene (wild-type p53, see 
column 20, table 1, lines 25-44); (e) said test compound is a polypeptide (see column 11, lines 
18-43); (f) cell types comprise human cells (see column 19, lines 64-67). 

However, Harris et al. did not teach expression of at least five genes in each cell type, 
contacting cell types with two or more test compounds. 

Friend et al teach a method for identifying the functions of a drug in a cell type, wherein 
Friend et al. teach that the method comprises (i) detection of gene expression of 50 genes at a 
given time (which includes the limitation of claim 3, i.e., expression of at least five genes, see 
column 14, lines 50-56); (ii) contacting the cell types with two or more test compounds (column 
4, lines 58-60). 
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Therefore, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to combine the method of drug target screening as taught by Harris et al. 
with the method of Friend et al. which is applicable to screen a large number of drug targets 
using an array system because Friend et al. taught that a faster and less expensive high through 
put array system to identify multiple primary targets in cell through which a drug acts on the cell, 
based on the interpretation of gene expression data(see column 3, lines 1-34). An ordinary 
practitioner would have been motivated to combine the method of Harris et al. with the high 
throughput assay system as taught by Friend et al. in order to achieve the expected advantage of 
developing a high throughput array method for screening a test compound because incorporation 
of the limitations taught by Friend et al. would reduce cost and time and allows the development 
of a high-throughput analysis method. 
Response to arguments: 

With regard to the above rejection Applicants arguments are fully considered and found not 
persuasive. Applicants argue that Harris does not teach measuring gene expression and Friend 
does not cure the deficiency . Further Applicants argue that Friend teaches contacting the cells 
with each compound individually and does not teach contacting the cell types with two or more 
compounds simultaneously. These arguments are fully considered and found not persuasive 
because first, as discussed above Harris does teach measuring gene expression and second, 
Examiner notes that the instant claim 14 does not recite contacting the compounds 
'simultaneously' and thus the limitation (simultaneously) is not found in the instant claim 14. 
Thus the broader scope of the claims do not exclude contacting compounds individually, which 
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comprises contacting the same cell line with different compounds. Thus the rejection is proper 
and is maintained herein. 

B. Claims 18, and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hams et al. (USPN. 5,985,829) and in view of Aller (USPN. 6,479,241). 

Harris et al. teach a method of identifying the function of a test compound (a polypeptide) 
comprising (i) providing multiple cell types (see column 10, lines 58-67), wherein the cell types 
comprise fibroblast (normal and mutant cell types), hematopoietic cells or cells from 
hematopoietic system, lymphoblastic system (which include T-cell, B-cell), and cells from lung 
and nervous system (see column 2, lines 37-43); (ii) contacting each cell types with a test 
compound (see column 22-31, column 10, lines 16-20); (iii) measuring expression of one or 
more genes in each cell type (expression of p53, and /or helicase activity, see column 10, lines 
20-23, column 2, 43-67); wherein an alteration in the expression of one or more genes in each 
cell type in the absence of the test compound indicates the function of said test compound (see 
column 2, lines 28-30, column 10, lines 20-23, column 9, lines 6-7). 

Harris et al. also teach that (a) expression of at least two genes is measured in each cell 
type (see column 2, hnes 28-30, column 10, lines 20-23, column 9, lines 6-7, column 6, lines 5- 
20); (b) cell types are provided in a container (culture plates, seeded on cover slips see column 
19, lines 64-67); (c) expression of one or more genes is compared to expression of a reference 
gene (control, column 9, hnes 5-7, column 2, lines 11-31); (d) test compound modulates 
expression of said one or more genes at least 4-fold relative to reference gene (wild-type p53, see 
column 20, table 1, lines 25-44); (e) said test compound is a polypeptide (see column 11, Hnes 
18-43); (f) cell types comprise human cells (see column 19, lines 64-67). 
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However, Harris et al. did not teach measuring expression using real-time polymerase 
chain reaction. 

Aller teaches a high throughput screening assay to identify the function of a test 
compound wherein Aller teach culturing cells in a microplate along with a test compound and 
measuring expression of one or more genes using real time PGR (see column 1, lines 63-67, 
column 2, lines 1-55, column 6, lines 30-60). Aller also teaches use of any cell line which can be 
cultivated in vitro and specifically cell lines are selected from cells expressing cancer genes, 
apoptosis, DNA damage or loss of heterozygosity (see column 3, lines 2-15, table-1). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made to combine the method of drug target screening as taught by 
Harris et al. with the method of Aller et al. because Aller taught that the combination of robotics, 
standard molecular biology techniques (e.g., cell lysis, RNA isolation, reverse transcription), and 
real time PGR yields a high-throughput analysis and avoids contamination (see column 2, lines 
33-41). An ordinary practitioner would have been motivated to combine the method of Harris et 
al. with the combination of techniques as taught by Aller in order to achieve the expected 
advantage of developing a high throughput analysis method for screening a test compound 
because incorporation of the limitations taught by Aller would reduce contamination and allows 
the development of a high throughput analysis method. 
Response to arguments: 

With regard to the above rejection Applicants' arguments are fully considered and found not 
persuasive. Applicants argue that Harris does not teach measuring gene expression and Aller 
does not cure this deficiency. Applicants' arguments are fully considered and found not 
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persuasive because as discussed above Harris does teach measuring gene expression and thus it 
is obvious to modify the teachings of Harris with the teachings of Aller as discussed in the above 
rejection. Thus the rejection is maintained herein. 

8. With regard to the rejection made in the previous office action under 35 USC 103(a) as being 
unpatentable over Harris et al. (USPN. 5,985,829) and in view of Johnson et al. (WO 99/37817), 
AppUcants arguments and amendment are fully considered and the rejection is withdrawn in 
view of the amendment. 

New Grounds of rejections necessitated by amendment 
Claim Rejections - 35 USC § 103 

9, The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claim 17 is rejected under 35 U.S.C. 103(a) as being unpatentable over Harris et al. (USPN. 
5,985,829) and in view of Gimeno et al. (USPN. 6,008,014). 
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Harris et al. teach a method of identifying the function of a test compound (a polypeptide) 
comprising (i) providing multiple cell types (see column 10, lines 58-67), wherein the cell types 
comprise fibroblast (normal and mutant cell types), hematopoietic cells or cells from 
hematopoietic system, lymphoblastic system (which include T-cell, B-cell), and cells from lung 
and nervous system (see column 2, lines 37-43); (ii) contacting each cell types with a test 
compound (see column 22-31, column 10, lines 16-20); (iii) measuring expression of one or 
more genes in each cell type (expression of p53, and /or helicase activity, see column 10, lines 
20-23, column 2, 43-67); wherein an alteration in the expression of one or more genes in each 
cell type in the absence of the test compound indicates the function of said test compound (see 
column 2, lines 28-30column 10, lines 20-23, column 9, lines 6-7). 

Harris et al. also teach that (a) expression of at least two genes is measured in each cell 
type (see column 2, hnes 28-30, column 10, lines 20-23, column 9, lines 6-7, column 6, lines 5- 
20); (b) cell types are provided in a container (culture plates, seeded on cover slips see column 
19, lines 64-67); (c) expression of one or more genes is compared to expression of a reference 
gene (control, column 9, lines 5-7, column 2, lines 11-31); (d) test compound modulates 
expression of said one or more genes at least 4-fold relative to reference gene (wild-type p53, see 
column 20, table 1, lines 25-44); (e) said test compound is a polypeptide (see column 11, lines 
18-43); (f) cell types comprise human cells (see column 19, lines 64-67). 

However, Harris et al. did not teach cell types selected from the group consisting of MG- 
63 cells, U87-MG cells, TF-lcells, THP-1 cells, HUVEC cells, CCD-1070SK cells and Jurkat 
E6-1 cells. 
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Gimeno et al. teach a method for identifying the functions of a drug in a cell based 
systems, wherein Gimeno et al. teach that the method comprises one or more cell types which 
include THP-1 cells, HUVEC cells, U937, Hela cells, COS-7 cells (see col 42, line 20-35). 

Therefore, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to combine the method of drug target screening as taught by Harris et al 
with the step of including the cell types as taught by Gimeno et al which is applicable to screen 
drug targets for alteration in lipid metabolic pathway genes because Gimeno et al taught that 
cell-based assays would provide in identifying agonists/ antagonists that modulate expression of 
genes involved in lipid metabolic signal pathway cascade (See col. 41, line 65-67, col. 42, line 1- 
20). An ordinary practitioner would have been motivated to combine the method of Harris et al. 
with the cells lines as taught by Gimeno et al, in order to achieve the expected advantage of 
developing a sensitive method for screening a test compound which would allow screening 
compounds related to alter lipid related genes and aid in identifying therapeutic compounds for 
treating cardiovascular diseases. 



Conclusion 

No claims are allowable. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time pohcy as set forth in 37 CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. Li no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suryaprabha Chunduru whose telephone number is 571- 
272-0783. The examiner can normally be reached on 8.30A.M. - 4.30P.M, Mon - Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion reached on 571-272-0782. The fax phone numbers for the organization 
where this application or proceeding is assigned are 703872-9306 for regular communications 
and - for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 



October 25,2004 





